06/11/2003 12:59 FAI 3034998 




GREENLEE WINNER SULLIVj 



@008 



REMARKS 



In the Office Action mailed March 18, 2003, claims 1-7 and 24 were rejected under 35 
ILS.C. 1 12, first paragraph. The Examiner is thanked for a telephone interview on June 5, 2003 
in which the 35 U.S.C. 1 12, first paragraph rejection of claims 1-7 and 24 was discussed In the 
telephone interview, the Examiner indicated a more specific listing of conditions treated with the 
compounds of the invention was required. This response amends claims 1 and 24 to specifically 
list the conditions treated with the compounds of the invention. This amendment complies with 
37 C.F.R. 1 .1 16, and is believed to place the case in condition for allowance. 

The Amendments 

Claims 1 and 24 have been amended for clarity. Support for the amendments to claim 1 
are found in the specification as filed, for example page 13, lines 13-1 6 (cataracts and 
retinopathy); page 1, lines 33-35 (retinal cell damage); and page 1, line 37 through page 2, line 2 
(lens and retinal cell damage). Support for the amendments to claim 24 are found in the 
specification as filed, specifically: loss of PKC in eye lens cells (page 31, lines 19-page 32, line 
7; page 32, lines 9-24), polyol accumulation in the eye (page 32, lines 13-15), galactitol 
formation from galactose in lens cells (page 27, line 5 through page 28, line 1 1), vascular leakage 
in the eye (page 29, lines 25-30), and expression of aldose reductase in the retina (page 26 
through page 27, line 4; page 13, lines 17-1 8). No new matter is added by any amendment, and 
all amendments are supported by the specification as filed, 

35 U.S.C 112. first paragraph rejection 

In the Office Action mailed March 1 8, 2003, claims 1-7 and 24 were rejected under 35 
U,S.C 1 12, first paragraph. The Office Action staled "the specification while being enabling for 
certain disorders of diabetic complications, polyol accumulation, galactitol formation and 
expression of aldose reductase, does not reasonably provide enablement for the broad phrases of 
6 a diabetic complication*, 'polyol accumulation 5 } 'galactitol formation' and 'expression of aldose 
reductase' * - .Applicant foils to provide information allowing the skilled artisan to ascertain the 
above conditions without undue experimentation. The instant claims read on all 'diabetic 
complications, all symptoms of 'polyol accumulation', all symptoms of * galactitol formation', all 
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conditions of 'expression of aldose reductase', necessitating an exhaustive search for the 
embodiment suitable to practice the instant invention/' 

The inventors of the present invention have invented a new group of compounds that treat 
ocular complications of diabetes. Diabetes is a disease that causes well-known and well-defined 
ocular complications (page 1 line 32 through page 3 line 2). These ocular complications cause 
cataracts, lens cell damage, retinal cell damage, retinopathy and blindness. Measurable 
parameters in the eye that indicate the presence of diabetic ocular complications include loss of 
PKC in eye lens, polyol accumulation in the eye, galactitol formation from galactose in lens, 
vascular leakage in the eye, and expression of aldose reductase in the retina (see Exhibit A). 

In response to the statement that "the instant claims read on all 'diabetic complications, 4 " 
it is noted that the term "diabetic complication" is not used in the claims. Before the current 
amendment, claim 1 recited "a diabetic complication in the eye" (emphasis added). As 
discussed above, diabetic complications in the eye are well-defined and extensively studied (see 
Exhibit A - National Eye Institute, Pathophysiology Section, "Preventing Ocular Complications 
of Diabetes" <http://ww.neLnih.gov/^ Claim 1 now recites a method 

of preventing cataracts, retinopathy, lens cell death and retinal cell death caused by diabetes 
comprising administering a compound of the invention* It is believed claim 1 now specifically 
lists the conditions prevented with the compounds of the invention. 

In response to the statement in the Office Action that the claims read on all symptoms of 
"polyol accumulation" all symptoms of "galactitol formation", all conditions of "expression of 
aldose reductase", necessitating an exhaustive search for the embodiment suitable to practice the 
instant invention, it is noted that polyol accumulation, galactitol formation and expression of 
aldose reductase are easily measurable parameters in the eye that occur when eye damage caused 
by diabetes is present, not diseases that have multiple symptoms. Polyol accumulation, galactitol 
formation and expression of aldose reductase are easily studied, as described in the present 
specification. For example, testing for polyol accumulation is described on page 25, lines 25-26; 
"cells are tested for polyol accumulation by GC/mass spectroscopy". Testing for formation of 
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galactitol is described in the specification on page 27, Testing for aldose reductase inhibition is 
described on page 26. Claim 24 has been amended to specify the parameters that were actually 
tested using the compounds of the invention, as shown by the examples in the specification 
referred to above. 

The Office Action states that the specification is enabling for certain disorders of diabetic 
complications, polyol accumulation, galactitol formation and expression of aldose reductase. In 
the Interview with the Examiner, it was determined that more specific terminology should be 
used In view of the above arguments and amendments, the terminology used in the claims 
enables one of ordinary skill in the art to practice the instant invention without undue 
experimentation. Administration of the compounds listed in the claims results in improvement in 
the parameters listed in the claims, as shown by the examples in the specification. 
Reconsideration and withdrawal of the rejection is respectfully requested. At the very least, 
claim 24 should be allowable, since it specifically lists parameters described in the specification 
which were tested using the compounds of the invention. 



It is believed that all rejections are overcome and the application is ready for allowance. 
Reconsideration and withdrawal of the rejections is respectfully requested. If there are any issues 
remaining, the Examiner is respectfully requested to telephone the undersigned. 

It is believed that the present submission does not require the payment of any fees. If this 
is incorrect however, please charge any fees required, including any extensions of time required, 
to Deposit Account No. 07-1969. 



GREENtrc, winner and Sullivan, P.C. 
5370 Manhattan Circle* Suite 201 
Boulder, CO 80303 

Telephone: (303) 499-8080; Facsimile (303) 499-8089 
E-mail: yyirm ert&greenwin. com 
Attorney docket No. 90-99 



CONCLUSION 



Respectfully submitted, 




Susan K. Doughty 
Reg. No. 43,595 
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